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DETAILED ACTION 

Applicant's amendment received on 10/27/06 has been entered. Claims 8-12 are canceled 
and new claim 20 has been added. Claims 1-7, and 13-20 are pending in the instant application. 

This application contains claims 13-19 drawn to an invention non-elected without 
traverse in the response received on 1 1/03/03. A complete reply to the final rejection must 
include cancellation of nonelected claims or other appropriate action (37 CFR 1 .144) See MPEP 
§821.01. 

Claims 1-7 and 20 are currently under examination. An action on the merits follows. 

Those sections of Title 35, US code, not included in this action can be found in the 
previous office action. 

Claim Rejections - 35 USC § 112 

The rejection of claims 1-12 under 35 U.S.C. 1 12, first paragraph, for new matter added 
to the claims filed on 8/19/04 is maintained over pending and new claims 1-7 and 20. 
Applicant's Declaration by Emiko Oku declares that the translation of the Japanese priority 
document into English did not utilize the most correct choice of words in translating the Japanese 
term "yojaku". Emiko Oku declares that "yojaku" should have been translated as "inmiature" not 
"fetal" in the instant specification. While the Office accepts the Declaration of Emiko Oku as 
evidence of a mistranslation, the applicant has not amended the specification to replace the 
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incorrect term "fetal" with the word "immature". As such the as filed specification, with its 
mistranslation, continues to written description for "immature" T lymphocytes as claimed. 

This rejection can be overcome by amendment of the specification to replace "fetal"! 
lymphocyte(s) with "immature" T lymphocyte(s). In view of the numerous recitations of "fetal T 
lymphocyte(s)" in the as filed specification, it is suggested that applicant file a substitute 
specification. The substitute specification must be submitted with markings showing all the 
changes relative to the immediate prior version of the specification of record. The text of any 
added subject matter must be shown by underlining the added text. The text of any deleted 
matter must be shown by strike-through except that double brackets placed before and after the 
deleted characters may be used to show deletion of five or fewer consecutive characters. The 
text of any deleted subject matter must be shown by being placed within double brackets if 
strike-through cannot be easily perceived. An accompanying clean version (without markings) 
and a statement that the substitute specification contains no new matter must also be supplied. 
Numbering the paragraphs of the specification of record is not considered a change that must be 
shown. 

The rejection of claims 1-12 under 35 U.S.C. 1 12, first paragraph, for scope of 
enablement is maintained in part over pending and new claims 1-7 and 20. Applicant's 
arguments have been fully considered by have not been found persuasive in overcoming the 
instant rejection of record for reasons discussed in detail below. 

The previous office action stated that the specification, while being enabling for 1) 
methods of acquiring immunological tolerance to a foreign DNA and/or its expression product 
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comprising: providing a fetal T lymphocyte transfected with the foreign DNA, irradiating a host 
mammal in order to transiently suppress T lymphocytes, and introducing the transfected fetal T 
lymphocyte into the thymus of the host mammal, wherein the introduced fetal T lymphocyte 
induces immunological tolerance to the foreign DNA and/or its expression product and 2) 
methods of sustaining the expression of a foreign gene by avoiding immune responses caused by 
the foreign gene and/or its expression product comprising providing a fetal T lymphocyte 
transfected with the foreign gene, irradiating a host manunal in order to transiently suppress T 
lymphocytes, introducing the transfected fetal T lymphocyte into the thymus of the host 
mammal, wherein the introduced fetal T lymphocyte induces immunological tolerance to the 
foreign gene and its expression product, and administering the foreign gene, wherein the 
expression of the gene product is sustained, does not reasonably provide enablement for said 
methods wherein the transfected T lymphocyte is not a fetal T lymphocyte, wherein the host 
mammal has not been irradiated to suppress existing T lymphocytes, or wherein the gene product 
expressed has a therapeutic effect. The specification does not enable any person skilled in the art 
to which it pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. 

Applicant's cancellation of claims 8-12 overcomes the rejection of record related to the 
lack of enablement for sustaining a gene therapeutic effect in gene therapy. Further, the 
amendment to claim 1 which adds the limitation that mature T lymphocytes in the thymus are 
suppressed overcomes the lack of enablement for practicing the method without suppression of 
existing T lymphocytes. 
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One issue remains, the lack of enablement for using any inmiature T lymphocyte other 
than a fetal T lymphocyte. As noted above, while the Declaration of Emiko Oku provides 
evidence for a mistranslation of the term "yojaku", which should have been translated as 
"immature" not "fetal" in the instant specification, the instant specification has not been 
amended to correct this error. The applicant argues that the working examples provides evidence 
that the method as claimed is enabled by the specification. It is noted that applicant's arguments 
consistently refer to "immature" T lymphocytes although the specification refers to "fetal" T 
lymphocytes. However, assuming applicant's amends the specification to recite "immature T 
lymphocyte" not "fetal T lymphocyte", the specification would still fail to provide an enabling 
disclosure for practicing the instant methods as claimed with the breadth of immature T 
lymphocytes. The previous office action stated that the claims as written broadly recite acquiring 
immunological tolerance to a foreign DNA and/or its expression product comprising introducing 
a transfected immature T lymphocyte into the thymus. The term "immature T lymphocyte" is 
broad and encompasses any non-mature T cell, including fetal cells and adult cells. However, the 
specification does not recite the term "immature T lymphocyte" or provide any description of 
what specific characteristics such as cell would possess. The specification only provides specific 
guidance for using fetal T lymphocytes to tolerize immune responses in a non-human mammal. 
This includes the working examples, which are limited to the use of fetal T lymphocytes derived 
from a day 14-18 mouse embryo. Amendment of the specification to recite "immature" instead 
of "fetal" would not change the fact that T lymphocytes derived fi-om a day 14-18 mouse embryo 
are fetal T lymphocytes, not adult immature lymphocytes. Thus, the specification as filed fails to 
provide any guidance as the characteristics of an "immature" T lymphocyte that would allow it 
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to be used successfully to induce immunological tolerance in the thymus, and flirther provides no 
guidance or evidence that any T lymphocyte other than a T lymphocyte derived from a day 14-18 
embryo, i.e. a fetal T lymphocytes, which can be transfected/transduced with foreign DNA and 
induce immunological tolerance to foreign DNA and its expression product when introduced into 
the thymus of a mammal. Thus, based on the breadth of the claims, and the lack of specific 
guidance provided by the specification, the specification fails to provide an enabling disclosure 
for how to identify and isolate any "immature" T lymphocyte, and to use that immature T cell to 
induce immunological tolerance to a foreign gene or gene product without undue 
experimentation. Thus, the rejection of record stands. 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 . 1 36(a) will be calculated from the mailing date of the advisory action. In no event. 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication from the examiner should be directed to 
Anne Marie S. Wehbe, Ph.D., whose telephone number is (571) 272-0737. If the examiner is not 
available, the examiner's supervisor, Joseph Woitach, can be reached at (571) 272-0739. For all 
official communications, the new technology center fax number is (571) 273-8300. Please note 
that all official communications and responses sent by fax must be directed to the technology 
center fax number. For informal, non-official communications only, the examiner's direct fax 
number is (571) 273-0737. For any inquiry of a general nature, please call (571) 272-0547. 

The applicant can also consult the USPTO's Patent Application Information Retrieval 
system (PAIR) on the internet for patent application status and history information, and for 
electronic images of applications. For questions or problems related to PAIR, please call the 
USPTO Patent Electronic Business Center (Patent EBC) toll free at 1-866-217-9197. 
Representatives are available daily from 6am to midnight (EST). When calling please have your 
application serial number or patent number available. For all other customer support, please call 
the USPTO call center (UCC) at 1-800-786-9199. 



Dr. A.M.S. Wehbe 



ANNE M. WEHBE- PH.D 
PR!l^.ARV EXAMINER 




